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A controlled release formulation for oral administration comprises a solid dispersion of a poorly soluble active ingredient in a 
hydrophilic potoxamer, the solid dispersion being a component of a core and the core as such or following coating of the core 
with a polymeric coating being effective to achieve therapeutic levels of the active ingredient over extended periods of time 
(24 hours or longer) following oral administration. The formulation can be in a mulli-particulate form such as pellets or mini- 
tablets or in the form of tablets. Examples of active ingredients whose solubility and therapeutic effectiveness can be 
improved with the formulation are cisapride, cyclosporin, diclofenac, felodipine, ibuprofen, indomethacin, nicardipine, 
nifedipine, terfenadine and theophylline. 
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^ £> ft T i3 0 
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R 




R A 


G 


I 


T RS(i> p 


HfcW«=Sr<, ^ft^fteSifai'ffi 


( 


R L 


) XS4ffijS® 



(13) 



1 1-5 08587 



tt ( R S ) T h h . 

EUDRAGIT S|Jjt^^D;Hi:^?^ 'J /Hx JX. f ^ i * J il 
^ f its ; t t ± -jT , 4"lt A» SI T # l» tt <7) 91 *t X' \t m JPF It £ & & . e u 

DRAGIT SfOSlttliP HftSttf&l. . P H6. 0 £ ffi X. & i: . .1 £0 tf" 
'J fi fglttC^S , EUDRAGIT S{±Me s s r s. Roh 

m P h a r m a G m b H «^ y 7 1/ 7 h "EUDRAGIT S " (19 8 
6 ) 5* < 6 ix T is 0 , £ ft fc li i tf> H rHt « If *H 4 ft a - ft ¥ W -r - * # 15 tt § 

Lt*'-5t, Z <7) Wl ft fflLZk Z M t If . 0. 2—1. 4 m m N If £ 0 . 3 — 0 
. 8 mm«llft0f ±t,j|fl^||tl>i/iS«)^/ i ■ (non-par 

ei 1 seed) CO J; 3 $r ^ S tt 3 T , IS ffl t LTO^'J V-|f ^fflHtftfet 

©JttJBcofflftc^KSfifciKUv-iflUlk^JifciJioT. l -wm &t&J} com col. 

tifat, ^ *s it 3 r £ tt a t , !j?u-e-siitttH#*»*o^'r* l 3rtt>t:ii 

« ffl W =Sr n - t- 4 y^^yC<0»«<0»-&fc:li, ^ U v - ft fi co a - t- a 

iiit, is * » m. m t &mmmir&~cmtiiizmiB-t&. 
x v ^ - ft m co 3 - -r * > » » / » ?s m (± a i * » m x it m m a ^ ft * t » 
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-ttW««*l4«»«»«/»S3«^ftie(cJ:oTfc£3*i.4. iff £ L < 14 . H 
ftiMtJSKffLt 5-5 0 §|5 CD + 4> T *S tt 3 T *» ffl ^ £> ti 5 . dfUV-*aE/» 

a ft ^ co nf a 8'J co 8s Jo (4 . l«fctt#LT. ^;^^fttt§tl:S 

&m £ h $> & » 

Z <D 4 o 5r SE -ft J4 X W St til 3 ft K I* * * 4- £ 6 W HE tt # $> 4 . M S =3r ^ S ffl (4 
*yif l/y^ij3-;K 7ntpy/'ja~/K ^ U -fe n — /t- „ h'jr-bf y 
. y'^f ;l-7^1/-h 1 V x f- 7 9 \s — h , ^ 7" f - 7 9 V — h . V ~7 ■f- )V -fe 

v b U - h , tA £ L ft & Xf M * =Sr ffil <7) r -fe )V -ft * y ^ U -fe 'J K*l!*f 4. 

sg ^ (4 . mibttffl.&t#v^-mmt % * ^ w *s « a r ± t ft # § * s £ t ^ 

T * * . Iftdtl^'Jv-ftf iJ/i.yh'LT, %K=3r»5fc£jBjitl,. Iff 

*S M «l J8E (polymer binding so 1 ut i on) fc 3C 5 t X J4 H B* t M =flj L X , m IE 
-TSii:t4oT, jg '14 a r # f£ § a £ . 7 U y F CO - ffi z & m L X * & a T 

tt m is -t h . & c , 7 ■ u y h 5 o t *° u -? - ts m m m t z m m w 3 - -r > 
te-t^T^attEBtfft***!.*. ^ v> {4 . smMin&z m^x . 7- u y k co a 

gllft^liC F^7-*l/-^-XliG 1 at tglffl^ttS. 37^ft 

«t»<9*r»j£#i:ffa:<9«j»JH (m»x(4«saifi) £cD%-&#?u£&tE-r&4 

3 (c . 3 T £ ?)? fiJt iT & . 

<»5»«i8fli36»i3<?5^r»**j!fatx4j-fttTfrigt't&. 3 - x y ^ m t ix 

& tz izm tc it W =5: jK l> v - {4 -fe )V n - X a V # U ( ^ ? 'J U - b ) fc £ ^ < 
*° U V - T' h h . U V - & ?B {4 * a -TO fc (4 C . F . 3 6 0 /7-^1/-?- 
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<C £> V^T & Z t£ fr> iX h 0 

*° U V - f± / M 1U £ ffl H 4 /S 46 K # £ Lulll±7-b by. >f V7"nK/ir 

3 - /IJI/Ilfl ^ f- /ML T /I' 3 - ;K methylated s P i r i t ) £ A *f & . 

u -y ? x se m t . m & m mm & * -r & m. m t s- ® & -r & ± la tj a # * n % 

•v h h e . 

H 1 12 . I1M1 t 2Oil|C0fi#f|(?)-7iyfy«ill/«;/l ( n g / m 
1 ) M 181 ( ) O/D 7 htJ 1 ; 

I2ii, mmm s t a ©nwg^sw - 7 x ^ b° y co m at p < ( n g / m 

1 ) n B# Pal ( Mf ) 7 h T" ft 0 ; 

g / m 1 ) M Ifl C07n-y htJ)^ ; 

H4ii, mm m e t m m m i <r> m m m m <v a * a o ^ -9- *? >j h <o it at v ^ ^ ( 
n g / m 1 ) m m m ( m > ^70^7*9 : a k ( a ) mgx0i6^«ms?n 

t *t JflS L , ft tft ( b ) (±S6Jt«7<?5«««*It»JS^* ; R V 

15H, H ffc m 8 — 1 1 tlf In D n«lI«g4t«yt7'J K©iil/K)l 
( n g / m 1 ) *t&# Pal W/aybtfcl. 

* 51 hj £ t IE H Sfc M £ J: o T 3 & R >9! "T £ . 

nawi ( tt k g ) 

g£ 83 Q » S 
fz : 

M il% 
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^ 7 x y b° y y 12.82 

Methocel K15M 64.10 

Avicel PH101 22.22 

XfT'JylV/^y^A 0.86 



Z CO M M y V > H * K i 1 1 i an R T S & ffl 7° U X *p T 5 5 N <7) T % M JK 
CiHtLt, ^^il^ i n vitro*»£l. 2 5 % S L S*SS ( P 
H 6 . 8 $E « s 9 0 0 m 115^3 7*0+0. 5 tfO ffl ffi ) 4* *C . lOOr. p . 
m. 60USP Apparatus I I { ^ Y )V ) t3fc^TiFMLfc 0 
T IB fif * ifi %hKtz : 
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3 . 
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0 . 
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2 . 
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4 . 


0 


1 0 


1 . 


0 



m # # «c % co » it 

Lutro 1 F127 ( 5 0 0 g ) S: 8 0 ^ t Jflit 5 i t t i -p t !§I L 
7*c . HL u t r o 1 t - 7 i y t y ( 5 0 0 g ) £ ffc * fln jc T , IlLu t 
r o 1 * ft SC $ * fc . a#*2I^IB«»tT*»6, a«c*ttjfi*S»tC4JV^?# 
SI 3 it fc ft , i^Lfc. 

is aa g » i 

» fff t » as L : 

It ft 11% 

Ettfti*^ 23.43 



(17) 1 1-508587 

Methocel K15M 56.30 
Avicel PH101 19.52 
XxTy^Kv^^^^A 0.75 

CO m m 7 V y Y £ K i 1 1 i an R T S I J| 7° 1/ ^ 1 1 5 2Ni7)f %«S 



fc ft mit L fz . £ £0 £6 SO tf) i n v i t ro*»£H*Mlfcj3^T»}eLfcJ: 
5^r*ftTt»«Lt 0 T IB IS * # » 6 ft fc : 
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1 1 


0 . 


8 



m m m i t 2 tc & ^ t m m l £ s ?w ^ s n is si -r - * ^ it « * « 1 tmi 1 1 

^ 1 



AUC* (0~ 2 4) 85.54±54.12 
Cm ax** 8.58 + 4.32 

Tmax*** 12. 89 ±9. 05 



153. 10±75. 85 
16. 10±9. 21 
12. 78±9. 25 



** * C m a x tl L^lSf^ 

flftio*) ti»M2 t co st n m $> & t h s . 

m m m 3 

EMMMl 
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Lutrol F127 { 1 5 0 0 g ) & 8 0 °C l/Zmm-f & Z. b l,Z £ -? X MM 
L «, Mlu t r o 1 C " 7 x ^ b° >" ( 5 0 0 g ) * » * C JU i. "XT , jff M L u 

t r o l + # ft 3 •£ . fi-£*2i*HI«WTj&»&, Htt#!t**MteisnT 

» a s * Jt & tc . » # l . 
& m o m m. 



M Ml % 



m * # m * 

Methocel K15M 
Methocel K100LV 
Avicel PH101 
X f T U y K -7 7 * v- *7 A 
Aerosil 200 



3 5.29 
3 0.00 

0 . 1 
3 3.35 
0.86 

0 . 4 



Z. CO M m 7 U y F £ F e t t e E I iI7l/XCiiUt 7 3N«fft)gi(; 

m m it l tz . i «o le m <o i n v i t. r o ?§ u? $■ n ss m i t *j x *g s l st ± a 

SrSfefrTT-WtfLfc. T IB » # # £ ft fc : 



mB_L!gLJ 
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Hfls#ft jR 3 5.29 

Methocel K15M 0.10 

Methocel K100LV 40.00 

Avicel PH101 23.35 

7'J yi7/^y-)A 0.86 

Aerosil 200 0.40 

£ cr> m. ffl 7 Is > H * F e t t e E I iMTt/XCJ3V^ 7 3 N^)f i^f f C 

« ffi -ft l *: . n v i t r o & )» s- m m m 1 t & ^ t » l tz ± a 

4 * fr T T" fF « L >fc . TlB*SJIi**f*6*iJfc: 



■frig ( a* ) 
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SM3 t 4 Cfc^T! 






16 





i: t ^ -T . 
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M2 





AUC s s 
Cm a x 
Tm a x 



305. 22 + 132. 25 
23. 38 ±8. 75 
3. 70 ±2. 63 



321. 34 =t 1 09. 66 
43. 04 + 15. 40 
2. 75+0. 98 



R^«^©»«KMethoce 1 ( H SS M 4 J£ * T ) &ffl^4HJt«3li 
|[7n7 lOMe t h o c e 1 CiotfHflSr!: 



* { T § h y° n 7 ^ ;k SE ft §r H IE ~t & . 

mmm 5 

Lutro 1 F127 (4500g) £ 8 0 °C l<Z Mf^-f & Z b lZ £ -? X MM 
L )t . IILu t r o 1 [:-7xyh , y ( 1 5 0 0 g ) S * xr fc Jn £ T , St 14 L 

u t r o i + fc # it s jt . s-&£2B*ia«n-T#'6. mfaftmmz mmizti^ 

T & SI § it fz ® fc , » # L . 

H * # ft ft fc T IB M B & & ft £ m 56 W T 7' v y F •? h ; t fc J ~> T . & 

fcfr il% 

EI ft M 35.29 

Methocel K15M 15.00 

Methocel K100LV 0.1 

Avicel PH101 47.95 

XfT'JylV^'^y^A 0.86 

Aerosil 200 0.8 
Z <V&ffl7 1/ y V % F e t t e E I & ffl T V X i> V> T 9 0 N(Of 
« ffl -ft L . n v i t r o*jBSH*MlfcfeV^T»jeL,)tJ:a 

=Sr * ff T T" SILt. T 12 IS * # # 6 #1 fc : 
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m m m s t & m m l & k #j t s? m m t a # *r «g * i b i H = 7^ey« 

Jffl (HTtii, X * t nf J; ) b <n M ft » M f - ? co it « * « 3 fc @ 3 fc fc ok -r . 



AUC{0-36) 374. 93±107. 68 376. 24 ± 135. 45 
Cmax 39. 25 ±13. 54 40. 87 + 15. 09 
Tmax 3.60 + 1.43 3.45 +1.17 
F %**»* 1. 04 + 0. 22 = 

**** F % = mmmcomm t n-r t it 

mmme 

BASF (Ireland) Limited i>U#ltLu t r o 1 Fl 
27 (463g) Z 8 0 °C IZtom-? & Z b IZ i -i ~C MM L tl . ?IlLu t r o 1 
(CJanssen Pharmaceutica N. V. jD 1 h A # L "9" T 
'J H ( 2 3 7 g ) t , R . B. Chemical s 4> t LfcS5B ( 1 5 0 

g ) t . Forum Chemical sj^^A^Lfc^^r- — -X ( 1 5 0 g ) 

£ £■ t$ * fc: Sn *. T , iiLutro 1 4» # tt 3 -£ fc . <r> y 9 Y - x £ M x_ 
liSltO. 5 B# Pal , S £ M (t fc . »&*lfcH##«3R*£Sfc*5HT#SI 
$ * ft , » ft L . 

if aa g « i 
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m m s s 5t t fc : 

gj> ii% 

IS * # ft 3 24.2 
Methocel K15M 20.00 
Avicel PH101 55.3 
XfT^iV/^y^A 0.5 

<! O &E >?J y" V y V £ K i 1 1 i an RT S jgl71/X>f T 1 2 9 N <7) ¥ ^ ffl 

r«J: 3 t LTliLfctlW i n v i t roIIH. 01M HC H 
MUM ( 9 0 0 m \ M.RTS 3 7 °C ± 0 . 5 °C £D S JK ) £ ffl V> T . 50r. P . m 



. Ol?USP Apparatus I I (AF;H fctJUTWWLfc. ffi 5£ 1f 
> T V > 6 . OmltOT'J^-h^JX^tfiU. 0. 45^m7-f;l^^- 

taLTj»aLfc. 0. 01M HC 1 ti44/l 0*Rtts;5rV^ 270 
nmKiStt&«ft3fc&*0. 0 1 M H C 1 |CtfLt«gLfc. T IB * ** f# 4> *l 



j&js ( b# ) Rm% 
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7 

Lutro 1 F127 (463g) £80T:tCflnl&-r&£i:fcJ:-?TigilL 
Jt . illLu t r o 1 Cyt7'J F (237g) b , 151 ( 1 5 0 g ) £ , 9 
? b — * (1 50g) ^Sr»^tCjai.T. Ii Lutro 1 tfr # « 3 . A 

« eo 5 ? b - x £ an x. i* i h t t o . 5 mm. m a «■ se ft fc . »&*ifcHflc#tt 

l*^|[*fcTEfiffl»l««**i6£l!l#t^l^J'Ft4;i:tJ:-5t. tt M 

m m * h at t * = 



ti% 

2 4.2 

Methocel K100LV 40.00 
Avicel PH101 35.3 
T'JylV/^i/^i 0.5 
£ O IS ffl 7 V V H £ K i 1 1 i an R T S & #J 7° V- X tf *C 1 3 9 N CO ¥ % 5S 

* c « an l fc . 

i« i a CLTSgLtSiW i n v i t r oIi*HIM6 t^V^ig 

u*ttT?»iLfc. t ta m s # » & *l *: : 
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1 2.0 9 8.7 
16.0 108.3 

2 4.0 112.5 

B4 t^^tti ( b ) fi * r bj o n tfe w t ffl s -r & . 

§IJt«6fc7^)«?H«JWfc:ai-J< i n v i t r o K K T « , 1 0A»««lf 
CO # « ** 4 0 m g £ M 1 ffl * 1 B 1 ES4§iifc. 

14*'^, a 6 fc 7 cr> M h SI # * ffl IBI fc *> fc & © JR t Jill tt 1" < /U 7° a 7 * )V 

m t *> & ) t n 9 co 1 2~i6i$wte;fofc*«*&»wa*fc£3r't**JK» 



m n m 7 en m a t Jt ^ fc n % w 6 co s a co m. m v *c ^ <n ± & n n \± . n % « 7 
»«fttfj:t)H4i;-?iii(cmax) * l , m m m e <n m a a* J: 0 « n# 

fflflcfl-tfcHJWfcft*-*-** 1 , ft tti a £ # tt i; , 3«JtlW»£*§*fctf>fc:ffl^6:h.* 

SiM6 i; 7 O i n v i v of-?fcSt SIIISa^^-^-OH^ 

^4 ^ -f" o 
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mmm 6 ( 4 0 m g ) 



^mm 7 ( 4 o m g ) 



AUC (0~*S|5g^) 
( n g x h /m 1 ) 

Cm a x 
(n g /m 1 ) 

Tm a x 
(Iff) 

K e 1 ***** 

( i/m) 

Tl/2 ****** 

my 



1148. 10 ±595. 10 



44. 14 ± 1 6. 01 



7. 30 + 4. 72 



0. 082 ±0. 027 



9. 24±2. 78 



1 1 25. 85 ±276. 37 



55. 71 ±9. 72 



5. 70±3. 83 



0. 079 + 0. 023 



9. 78±4. 13 



***** mtkmmfem 
****** nam* soli^ll 

mmms 

Lutro 1 F68 (2087. 4 g ) £ 8 0 °C iZ Jn f& ~t h Z t S. ~> X M 
M t tz „ m it L u t r o 1 iz is Hf 7° 'J F (5 2 2. 4 g ) LI5K391. 
4 g ) k £ {ft * JD X. T , IlLu t r o 1 * tC # » 5 ■£ fc . M Sr 1 Bf PhI R ft 

« aa g n i 



an & m m l : 

j£ a ti% 

i£ 3 2.8 

Methocel K100LV 40.0 

Methocel K15M 0.1 

Avicel PHlOl 26.1 
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Aerosil 200 0.5 

XfT l Jy|7/*y')i. 0.5 

^Oiiyi^^FJK i 1 1 i an R T S m M T U X ^ T 1 2 5 N CO ¥ % « 

StiMft L?t o i ft ^0 ft M ^ i n v i t r o!«Itt«6 Cfci^gS 

Lfc*frTTfF«Lfc, T IE IS * # % ti : 
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IIMMII 

( 1 56. 4 g ) £x^y-;k (833g) + fc » j» L . 80 <Z> £ » fc 

fel^T, yfT'JF ( 5 0 0 g ) £ T -fe I- (5000g) 4> fc $ jff L , *CL 

utrol F68 (2001. 7 g ) £ M M h tz . 2 O «I1 J 5 0 °C t ^ 



fcfr il% 



ISfls#tfc5fc 30.35 
Methocel K100LV 5.0 
Methocel K15M 10.0 
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Avicel PH101 53.65 

Aerosil 20 0 0.5 

x x r u y m v ^ * ^ iy a o.5 

:^lfl7^yFB i 1 1 i an R T S M M T V X tp T 1 0 8 N^f 

ft t ft ffl it t fc . i tl & CO £ ffl CO i n v i t r o»jB*5gJfcffl6fc:j5UTffij£ 

u^frTtffiLfc, t ia us a a* » & *i fc : 
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liwi o 



H##«» 30.35 

Methocel K100LV 40.0 

Methocel K15M 0.1 

Avicel PH101 28.55 

Aerosil 200 0.5 

X -r T U y m V ^ * 1/ -0 A 0.5 
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£ ft MM 7 V > V £ K i 1 1 i an R T S |g M 7° 1/ X T 1 1 5 N (?) f *|S 
S IZ ft M it L tz . n v i t r oig»S3gJt0!6Kt5UT»J£ 

Lt^ffTtfpiiLt. t la is m # m t> ti tz : 





u . 


cz 

D 




D - 


u 




1 . 


0 




9 . 


5 




2 . 


0 


1 


6 . 


0 




4 . 


0 


2 


8 . 


4 




6 . 


0 


4 


0 . 


1 




8 . 


0 


4 


9 . 


5 


1 


0 . 


0 


6 


5 . 


7 


2 


4 . 


0 


1 0 


3 . 


9 



XIMl 1 

en* # be % o » % 

18 M g » 1 



Htt#»5R 29.75 

Avicel PH101 58.93 
Aerosil 200 2.0 

xf ryyiv/^y^i 0.5 

<I commf V > Y £ K i l l i an R T S if ffl 7° V X T 7 5 N %1S 

t K 3fl fl: l . 

ifi*I*SW<0 5 0 0 gl*Hi-Coater ( iffi « ) fc ^ T T IH 3 - -r 

4 y ^ -it & tc i -a x i o . 7 % co m a *m Jd * r a a t £ . 
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Eudragit L12.5 50.0 

y'Xf/L-7n-h 1.25 

^ ^ 1.50 

jy/nAV-^ 4 4.4 

»K* 2.85 

$ £> t,Z 5 0 0 g CO /Jn M ?ij £ H i - C o a t e r C J3 W "C TIS 3 - r A V 7 

Z £ -oX 8 . 6%«iItHiDitlgL)t, 

11% 

Eudragit S12.5 50.0 

^x^-;W7^1^-h 1.25 

? ;k 9 1.55 

•j Y7n^y-^ 4 4.35 

»«* 2.85 

: a ^ & 



« *?■ & m it 3 m <n it m. m * m is f o t . 3 i ^ e u d r a g i t i^mm^m 

1Mb , u d r a g i t S » a 'h M IS ffl t £ ?t * L ~ M m il T -b 



(double zero capsule) T* £> -o It . ;^)SIIi@ 5 CSt i 3 tS^iattit o 

^sa/jNffijeafttK + TwsBiSiariH* ( < i m ) t . o . o in h c i # 
-c o » m m t,z 9 5 % is m & ^ l ^ . »jaFtta3i«jn(iK + "ciB***s« i ar*»-5fc 

( 6 0 # IB 4 T > , SLSf#tJpH6. 8 8 » M + "C jg ft? B# £ 1 0 0 % Jfe 

ttj £ 7K L 3t „ 

si St m s ~ i i \z a ^ x m m s n ft s so t . siPre P u 1 s i d -c k 36 § 
ix s j? a ( ia t -c u * * t of ^ ) fcwaswKniif-^toRsni^sfctasfct:* 



(30) fffrf 1 1-5 08587 

M 5 

AUC 2027.58 1747.99 1982.09 1820.12 2124.80 

(MM±) ±554.90 ±765.87 +860.97 ±619. 91 +650.96 

Cmax 1 11.54 92. 36 84.24 85. 81 101.94 

± 31.34 ± 40.51 ± 21.86 ± 22.27 ± 24.45 

Tmax 4. 30± 4. 20± 7. 40± 3.90+ 13. 55 ± 

0.95 1. 23 4.25 1. 60 3. 7 

F % 99. 2 ± 82. 2 ± 94. 7 ± 88. 6 ± 
27.3 23.1 31.0 2Ai 

mm mi 2 

Lutrol F 1 2 7 (866g) £ W Ht t tz . iML u t r o 1 tyt7 
UK (300g) ^Jlli, ilLu t r o 1 t£ t # ffc £ ■£ . Lutro 1 / %/ 
tr>J Hfl'&ftC aCSSi (60. 7 g ) £ Jn ? , Lutro l/yf/'J 

h a ^-ft + fc^iks-frfc. » ti fz a ^ » * » a $ -it ?t . * t , bi ft * Ac % £ » 

24I1%«, ± ie T S it § ti fz m flc # I5C X C T IS tic # * ft 5£ ffl £ T 7" y H 



Htt^-M 24.0 

Avicel pHIOI 45.3 

K C 1 10.0 

V b" h - )V 2 0.0 

Xf T'Jylv/^y^A 0.5 

Aerosil 200 0.2 

Z CO 3%. m 7 V y F £ K i l l i an RTSiS71/Xiftl 10—1 5 0 N 
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<r> m m m m k m m itvtz . 
z cottwmmffln i n v i t r o m m z mm M 6 iz & U X ft ^ fz J} m t m m 

L „ T IB r n 7 4 # ft 4 ft : 

( e ) mta% 

0.5 104.6 
1.0 111.6 

tif^^;ln-X:*n'-^tniJF> (7 : 3 ) CO * m M ffi. *» 6 » 2 % II 

0.5 6.5 

1.0 19.9 

2.0 8 9.6 

4.0 100.7 



a # a «c a co » it 

Lutrol F127 (866g) % MM L fz <, SlL u t r o 1 fcyfT 
UK (300g) 2: JU ^ . SlLut ro 1 4> t # Wt £ it £ . Lutro \ / 
tT'JKfi^ftl:, »;HI51 (6 0. 7 g ) £ 3D X. . Lutro l/yf7'J 

it mm mm v mm. 

2 4 s m % co . ± ie t m m £ ft fz m * * «c * t t ie j£ ft z m & m <& x- y ^ y f 
■r «. ; 1 1 «t -5 t . mmzmmhfz ■. 
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m&ttWL& 2 4.0 

Avicel pHlOl 45.3 

K C 1 10.0 

y;lt'h-;i 20.0 

x f T v y m. v y * is *j a 0.5 

Aerosil 200 0.2 

Z. CD m. ffl y V y V £ K 1 1 1 i an R T S jgl7 k X >f T 1 10—1 5 0 N 

£ COft&m&fflCD i n v i t r o*jB*l6llffl|6fc:tiV^T3*^fe*ffiT»fll 

L . T IS T n 7 ^ )V & f# 4> ft : 

B5fg ( B$ ) 

0.5 104.6 

1.0 111.6 

IM1M1 

±IBT«3ft$*tfc««I*C. F. 1 3 0»*iSlI*ffl^T**l&#&»®*ffi 
T'Eudragi t RS : RL (6 : 4) COtlll^t. 2%@#:SiliJ[I 



m L & , ft *l IS * (± <JC CO SI 0 T & -3 : 

( b# ) m&% 





1 . 
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0 




2 . 


0 
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3 . 


7 
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6 . 
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5 . 


2 


2 
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[ « « SE » ] iffSIl 84*W8llf 
[ » ffi B ] 1 9 9 7 *7^210 

S^(?)E P 0 2 3 2 1 5 5 BUEP 0 2 7 4 1 7 6 (i ^ S # ^ JB ^ & 
ft CD (adsorbate) J U|, „ E P 0 2 3 2 1 5 5 B 1 filfjf Wtf 

ffl * * S» fig * k . !8fl:S*iT*>4 < ^'Jv-Xli^'J^-g^li/^FS 

t^^Vhy 7?X^*^^f|,Kf I ^a^T^I.. EP0274 1 7 6l±, 
ll¥Wt*ffl^y'b H o t y y y i , 3E » * 'J b" - )V b° n 'J KVittf Sli 
fc5 5 , 0 0 0 X ^i^ft^fiJtt^'Jt'a^tnU H^fc«l*» 

«»»«teafi*?<ft«fta^7--fe;i'atjc««ii!«ir*-3T, is © * a a>\ sit 

E P — A — 0 3 1 7 7 8 0 ti, * iJ^JfyTDtl/y-.-K^Jfylf 

S#«fflO»j£^^*:h.6tf>fflJfc£i!G'<T^4. m^^lKil^iC, 2 0 
T7 ^ & & 2 % w / w 7 R » i; L T . ft -P ti , 9 — 30cps&lX3~ 8c P 

f S;tt:J:-5tfE?ti^. a**II«I«i:itt i n v i t r oftS 
f-^^iUtuS. 1 5 c P scoifiSJKSrW-f-St h'oJf y7nt;Mf 
•fe >H3 - * (HPMC) *-fert/o — LTJBV* li, ID 2 5 % CD 

- 7 i y t y W i n v i t r o Jfe thj & 6 B# H g lz IS g? § it tz . 6 8f@|(?) i n 

v i t r o JSC ffl {4 , 6cps(0aSJttSHPMCtlt X(i6c P s»fe 
S^ttSHPMCt 1 5c P s(OSS^ttSHPMCt« 5 0 : 5 0 1^1 
Tli8 0 % X ^IH. 

Drug Development. and Industrial P h a 
rmacy(1992) 18, 16, 1 7 1 9 - 1 7 3 911 , «It'5fy^7' 
*^#fc*M**-**:fcft<3M-£JBjfiS*L4 (fused formed) H#:irtSj^2rS3a"f" 
5itl6«--K!l^^y7ntl//-^ l J^ J fyxfl/y3^iJv - Lu t r o 1 
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F 6 8t-a-fr-^5»rig!3r^ — ^«OW3E&3*^TV^S. ift^cofT^fiM^&^iJ 
— ^HJWCH-r&SJIfWISt'a-frLTi^fc. Lu t r o l - F68*>^^ 
y" 7° O 7 x y CO i n v i t r oSEUrn7 /l/^f ?£L)tJi^t , *t> 3 0 * Pal 
CO T 5 OliillJilTl^. 

est ft § n % n a # 3 * & m -r i z t # . * » co § w t #> & . 

* S& J£ ^ v CO ¥ IS M tZ tfc ff L T 2 4 B§ Pal i T' X (i 2 4 Bt Pal £ « JL 6 M Pal tZ N L T 

co ffe co a t h t . 

% BJ! co n ^ 

* 56 m « , a*tt^nJff7 - (pol oxamer) *° >J V - rfj T" T ft =Sr * » ft? ft * W 

tt # » iR fc: , b Fo^;P7h ij 7?xS»^tUft«, f «2%ill^' 1 0 0 
— 1 0 0 , 0 0 0 -fe V f - *° T X co ft ft * ft £ /J< » jHtt t FnJf y7nh')Mf 
;K/kn-xt s l«Ja±<o«fflJBjfij«#fc#:7l'>'F3:h.T, n ao n r ** » * 
£ ft . M IS 3 T # * it i flc fc LTXttJlf'Jv-a-f > 7 \Z X t n T co ft 5 f* 

•c*«iwflffttt}ii»i*iitt'f-4. 

4^^n/<o*»tt/s*ttanfc36«»6*i, *- co ± , i n v i v o {z a w x * m 

ii*LtlScof 1=5:^1 it^Oi^? 3: ?§ ft? ft il "T S » fc . fl-^l^^^ 

L^#iitt*iii5 i >yn'«it b y^A, ^^^yith^A, Kit h y 
x f - >v , x h v- ;k ft v 7k t ' ? y x x iv & if r iv ^ iv b >J * f - ivt v ^ - ^ a 
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A7^f K M V ; ft <b ^ B t ft ^ ^ a s? § ti h . 

fy|, rxn^h'yl, y-xyg?, 'Jy=fBK 3A?|sy'I5l 

j&» 6 8 IK § n. £ . 3 £> te . a « W fc . Htt41'«iRli*»B**fi*'*-4£i:j& 1 

tn„ i?i L^iiitati*/^')^. k -ft ^ >■ •y a s * St -ft v ^ * 

ffiKli, IflSttfl, B;3Ui**!?*ttir»jS#e>0. 0 1 : 1 . 0 
5. 0 : 1. Oi-C'^m*J:bT'#lS-f-£„ 

■icoid^-^ffiSttM. is x n m. m m m « ja t t it m m m t « m su t v a - t 

£ tz . ffiUli, * H S fi #1 t # n if v - £ ta a fi "C 0 . 1 : 1 . 0 frt, 
10. 0 : 1 . 0^t«lt#ffit§ t 
* BJi HD « t *j (t £ *r n if v - t j± , 2«W£l±<?DJKn^irv-£0*-&-tt-*fc 

sfr U v - 1 (5 I , 

$ £> fc If L < ii , iKnJft^-ilf 'Jt-^lia-h Hn-oi-h Fn^fy^y 
(^Jf yif ) *r u (t^y/at'i/y ) ( >r ^ x ^- y ) u y ? 

3 rK U v — f h *) , J: 0 — (RWtliiK 'Jxf uy-rnti/y/U n-;P3df ij 

i? 4 6 0-9 0 1i%, i 0*4 L < (i 7 0-8 Oil 

»K U * ^ x -f- ly y -b 7 * y h \t M * tt *C & h if . ^'M^yTntvy-fe 

is^TO^M&S. M7k ft -fe y*" yi y h i± ft =? co l 5-90%^ft^H 5 t^ 

4 . i)*U;j;3(y **lit J: -Jtffloifcfttai L^t«B6 0-9 OS 
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SiSt^L u t ro 1 , Mono 1 a nR^P 1 u ron i c C ± -> t Si t tlS . 

^n^ftv-fiitf t i t£i§lxl. , iSe^coft Ijj o 2 ^ colff (digit) i± 
. 1 OO&JRtfcfcSfc, *f cOiK'Jt^fy/ntl/y (POP) gB ft co j j er ¥ 
iCfflStl). |3fflt 1 0&*tfcfc&fc, ^'J^^yXf 1/y (P 
OE) I4^1i%l;ffllt^. ^ il CD P 1 uroni c & W?vftXti & b & 
tC , ft IJJ CO 2 -3 CO flf a l 0 0 O^itit^^C, 8»fiiII*U S 3 y 
•yMil O^StttlC, * ^ 4> O P O E o 3£ M ( % ) ft K "f 4 

^^^(iJiiaWttffiSr*^-: L = M ft . P = ^ - * r . & F = EI . £ & & 
ft $8 tC BB L X \i. ,. Pharmaceutical Technology Eu 
rope May 1 9 9 4 ^ #MtS ; t . *^B|Ci,tfflnS 

U^O#t7-liF68, F 1 0 8&lf F 1 2 7T'fc^) , B A S F C J; 

itifLu t r o 1 F68, Pluronic F108Sl/Lutro 1 
F 1 2 7TJE3B3*i.4jKn3fl?-v — ##4 L^, 

ItV^COrn^f V-CHtl-S^iSffliliBASF ( I re 1 and) L 
imi t e d^^fiMStl^f A > 7 * — * — * > 1/ — Y h^k h 

■r t if x * & . 

*"D^ft7-5IML, & tc , W i» fi£ # t ffi X « fit W SO (*RXtta»«3H) 

a? n # -t v - £ x -r > u x m m » * x m m tc « m -r 4 . * h l * « tc , * ss 
£ * k , am com mm (ftxfiitii) t . iu«^«^afi7o-t 

£ m * tc B# ffl £ ft T x 4 . M-^^^^aiL^r^^itifLT, 3 0 - 3 0 0 // 
m co gg h i*j co * >? T yft & tc 4 T ft » f i . 

^ fci , * m fiJt # t . ttSwiKiffl (*»XliS»iS) In^7-i 
* « K $ (J&ifcXfciSRM) * tc it JB L T , jg £ X % 3 * X , il^n# 
V - Sr }fr ffl L , 3 0—3 0 0 m {Oil^CO^ y 7 V fil t i t'S^t S t 

fcMfc#tt«TflB'Cife4£i:# j ra«l,-C^*. * # j£ # fc , « Hr tc J 0 tt ffl $ n 
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zwmm ( mmxizmmmm) t , *n^t?-ia, ?s sn ir ft t . « * l -t « 
iH*t»iSL. - « ei «c is w & t= a » x is m n -t ft i t *» -e s ft . * is ^ c ts 

* & HJ! ± ft El * 4j v flfc * IS M x. If iS ft 7 < ? — (?) & o % m m m * a * "f ft - 
7 5 - « #J ti 5 ? h - x , miz? 9 r- - X 1 # ffi % T ft ft . M i If 5 7 r- — .X 

«8ffl^<OJEJBj£#fc#«fcMLfc««^!ft«££t4. m ft 7 ^ 7-(i3-3 
«0Mli^t7'J y^nx^yy, ^ ? d 7 x ? . y x n t y s >f 7" r n 

7 x y , -f y F^^y. ^ # t y . ^7ii/'ty, f^7ityys^f 
^ 7 <r y >- t ft ft o 

* % hjj « g ft ft s ftHsW&^iifrlBfcfcfcfcflJKfcjtJfc^iJfcftfc:, ffl i If >- 

ft . © JR -aj fig >5r ffi? T £ tft ^ ft £ t T ft ft . H * t « < . * S K p H fic # ft T ft ft 
yfT'J K«*^SIIi. yfT'JHIilg, t**t p H H ! f ©iSISSt? 
«=Sr»»t*i*H»*rt«J: 0 3t (4 @fl ffi t M 6 *i ft o ti X . m M & tfi § h lz 
PJiTE^ixftidlc&ft, *»itffl<9*»^lHWKifltJ:-> , rilt*i4;i:ta 
tf K "C tt =3r # » ±ifitfcJ:-3*H#*»3R<0ffifflfc:J:o-C»6*i4^^rU F 
O » H S *i 3$ » ifTJSfllSafcRJKTiril^r^^r'J H*Of!fflTfTStt*ffi3f6-r**k 
» COWmmm. (micro-environment) £ ffl 3fe ft t # *. 6 *l ft . 36t, ffl M ft M 
*j»aj*fc«»^fc1*r:fclll*#tt**0>b Fn^yi«#ftat Fn^yi«i 

»c*afflifr«!tt*±tT, * aj a jk a k co ± m # t *> & ft ^ -f r y k so «r » \ t * d 
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ft f# h ft h . 

S3t(i, #r-fe;M4±iBT5e*Lfci3*IH##ffc5R£"fc'tf, * & Jig ft £ BP 
Ifif fXli^t«^lIa~7 b (discrete unit) $■ * T -fe ;HT 

* T -fc /Hi a M X (4 ft ft -tr 5 f- > * T -fe )V T fo t Z b tfi T # 4 . 

■5t£«8fii«jW3r*>fe)fi4. i <r> m m & x* « . ®*^«c^^j±«sj^^lt 

. a m «f fc: j* ffl L T b K n Y )V £ B T £ tK U v - X it *r U v - ill ft £ * * -f 
SS#Sttli . i so S # ® j&> 6 * a JjSc # to S£ ffi 3f BE (4 , »«Ufc«3H*ftt(t 
ablet iass)^ bco&Wlb , ^^J^H«^^S:^ttT<7)fSAi:OM^rtJ; -o T M 

» $ it & . * s& m ft co m as m m u , iMat^^uv-itffl^^'jv-w 

ffl*ft« (inherent viscosity) CO jffij 4: ~o TMK3tlli"C£F)6 3 . 

*lilttt Fd^ i/rot/Mf/Hr/kn-x ( H P L c ) # y v - Ji ffl flj £ 
/kn-^li, f ISiOt Kn^y/ot/l/^f/l/t/kn-xcoa^itSriifttS 
iaUiat. 3t -TO (4 , HPMC*ij7-li5-75*lX. «tio- 

* % ^ i. -> X m ^ h it nb fc ft iz ft & LUlIcOHPMOi, ffi S M e t h o 
c e 1 TK^SfttV^HPMCrftJ. 

h p m c x (4 ffi co * m m it -fe n - x jk y v - <o a ffl * a » ^cowstc«c#-r 
& . — « t ti , ;k u -7 - co ft ffi a» ,« it n. <f « ^ ii t\ a4L^stajttt-¥-i*& 

^c0^y-7-co^®M(4t-r4^-^-^r<^S. 

IliMethoce 1 (4 , Methoce 1 Kl 5Mtfc1 1 i ft CO 2 % 
JSffi«41 5, 0 0 O-feyf-fTX^ig^ttS. ffi coatD ^-Methoce 1 



(44) fffrf 1 1-5 08587 

(4 . HiL^iStifUttt^ficffLT, Methoce 1 K4M. K 1 0 0 M . K 



1 0 0 L V X (4 E s FStf'Jli^S^t^ 

HPMChHDfiHi, * 4« X i4 £ ft ^ W £K ffc^TPiH-f-SiMft^^ T ft 4 

£ M tf> fl? X i> b H n y ^ £ an W M ^ fz # jt -t ^ S ^ 5 * - * - f fo h . 3S flj t 
14 s *E S 'J CO T % « K (4 6 0 — 2 6 0 NWfiBrttfeS. 

ttJB#J«f5jfctf>fctt, MilfKli^l^^n-X, SMiAv i c e 1 , 
W I tf A v i c e 1 P H 1 0 1 t IS ? ft T ^ 5 fSIS altfl -fe D - X « J; ^ 
ft , ^mmXi± 3 ? f < > ifffl (compacting agent) Sl^iifctafffii 

mcoMBMi±M v y * i/ v j±ct> £ d %mtRm t , ffil A e r 

o s i 1 $ ixT ^ £ r? n A Y ^~mi\L^r A m CO J: o ft ^ y A ¥ V V (glida 

nt) t 5r S is -t h £ t & T # 4 . 

ft HP Mtiil( instant re 1 ease) « ffl 3 T CO » « T ft * . £ CO 4 0 ft » 30 t -ft M "t 
h ± S ft IB! S * (4 , MfcffilBjfcJBTirflfiT&OSrtf*^ Bfa«»ft*-5-i.43t3 

ft tt * ij a * « m m. t h h . m m m. m m. m 3 r * # & £ 46 1 {4 . a * * n $ t m £ 

J4" 2fl CO J± iffl j£ ^ < — .X (compression base). J± « fiSc nj fg ft H (compress i bl e 
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sugar) N «r ff -ft M R V tit '<R M (0 «t 3 * . K * co if ffj MBM £ 7U > V -f & Z b If 

n & . 

1 0 1 I»S4lClLiti3; L^tli)7a7 j )V £ ft £ It ib iz 14 , llifll 
*^M=5r»l^-«0M^WtS^§tLS 7 4 ;k A ^ fiJc 14 7K tt 4-° y v - t ^ ^ ^ 

38 ffl T ft I. . 

fitJ>^yv-^#L, * bj si * -c ffl o & r k> . *^*ttxKy^-*4ffl 
s J4 . m t t < i- «t a t . 7Ktc»LtfiSiittti>§^y 

ft f & * CO K + CO 7jc ?§ -|4 *° U V - (4 ff £ L < (4 , *r >J t'^^r/^-iK 
*r U b* - JV b o >J b* >- , ^ f - ;Hr ;P a - X s t Fn^y7nf;K;Pn-X, t 

x f - u y ^ y n - ;k x (4 £ ft & co M & 9a h W if? § ft S . 

>Ky-?-ttK*te»*=5r**tt?W<hydrophilic agent) £ ffl^ Aft T . ffif 15 

sa#tiS. ,r <o J: ? & il * M i4 7 v /UK ? x y 151, ? x y @$ 

a » sv~t«fi^ts. *j fc a «j * * «r (4 7i/ ^ - x -c $> s . 

& tt T & £ . r ? 'J ^ Wt x x -f 1 * 9 9 'J/Uxxf /I'tw^^'jv-fw^ 

ffigEUDRAG I T RLTJE^SfLS^UY-t&S. 

*? * L < {4 . R 4« <J0 ?K tt # 'J v - {4 x ;u -fe - X % BS-b^n-X, 
-rnb^-y^-fe/kn-x ( ffi # ^ * , f#fl. Iff 1 ) , Sl/n«y| 
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^ ? ? y u - h ) . t° >j ('fy^f/M^^uiz-M , rf? >j ( -"s ^ >- /t- ^ * 

? v u — h ) , ?k y (>fyfy/M^?yi/-M . *k y ( 5 ^ y ;>< ? ? y p 
— M , *° U (7i=*^^'JI/-M , si? y (^f*7?U-M . iK u 
( a v 7' n tr iv r 9 y u - h ) , a? y ( y y f - >v r 9 y ^ - h ) , y ( ^ 9 
? ? *s jv r 7 y v - t- ) , y (xti/y) , ffi m & # y dfvy) , s^ffi 

stf »J dfl/y) . df'J ( 7 n t 1/ y ) . sK U (i^I^>*df^K) . sK y (x 
f i/yf i/7^i/-M . sfc y (t'-;Hyyf;H-f;H . sK U (lit- 
;P ) s *f y ( Jg ^ t" ^ ;V ) Xii^ v u ^ yXli^ti^cr>M^m^ ^mm^ti^ 

Lti 5 -)t, fill £0 iff i L H 7j< ^ if ffi ;K >J -7 - \± -fe 7 «y ? , hty, t* -r ? v 

T & 0 , T ? 'J/HxAf /i/U y ;u IS x x -f IV t co 3 tT' y v - # co jj? y 
v - A « £ ffl V* 4 ; t # T * £ . 

E U D R A G I T R S T IE 3fe $ tl & ?K 'J V - , X 12 * CO jt 3& 'ft # P H fife # tt T 
J 1 ), I1EUDRAG I T L. EUDRAGIT S| UliEUDRAG 

it e T ie s ft h # y v - T- & s . <r<o*'r^y — ttj^Tfiffcifatv^ 

'J?-liEUDRAG I T StiS. 

EUDRAG I T ^ 'J 7 - 1 J , T ^ 'J P - MlV/XIl^ ? ? 'J V - MCi^J 
<^yv — 7 y # — ftf ti64. ilEUDRAG I T RL&V' EUDRAG 

it Rstijg?iis^'j7-!ftf ii s g4arytx-)Aij^i^tfr? 
y gg x x j- >v t * -9 9 u/Uxxf /it«3*; ijv-i^i^r; v jvmmx- 

h 0 . ^tL^ii Messrs. Rohm Pharma G m b H SO V 7 V >y 
h "EUDRAGIT" ( 1 9 8 4 ) j* ^ h tl X 33 0 . (i,in^»lia 
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co m m =5: ft a - it ^ « -r - * # te n § ft x ^ s . 7yt^^Aiagt u#s 

L „ 5>y^-7^;t-A£7)@iifi5:^t-S.o EUDRAGI T R LSVE U D R 
AGIT RSli;, p H fc: M ffi £ < s -eft-fftgfiljtjiatt (RL) X liffi j* 3ft ft 
( R S ) T' * & . 
eudragit sii^j'; y;Ht^ y^iixt 

S7-^y*'j?-rsJ. <r ft a is t n * c ^ if tt x- $> s . t/muoi 

£ J# fil -f -5 i t t «fc -o T , ft>tt36>6Br;l'^ytt«oaiJSfCli*lWttte!Sr4. E u 
DRAGIT S<7)®iitt{i P Hte#14T'S)-l»o pH6. 0 J li.^ J; , Z CO t" 
(J V — ti 4 £ "f 21 3 tt =5: & . EUDRAGIT SJi Messrs. Roh 
m Pharma GmbH«^^7l/7h "EUDRAGIT S" (198 

6 ) t m & ft t *j o . i ft a i co m p° n « b *h % m w - it ¥ m ? - 9 ** is a § 
ft x . 

ssfitssL, m m m t *> *: a i? * * <o *° y v - m m e «o ss it * m ± -t h tz a 
c «es m tz % h m i> h h . 

^ ij x f 1/ y / ij 3 - ;p „ Tott/y/iJ y 0 -fe o — )V . h U7-tf > 

> y^f;k7^1/-K /lf/l/7^1/-h, 7" /I/ 7 ? 1^ — h , V 7 f- )V -te 
A -fe - r , iyifllylV-1, h 'J7*f /l^y MJlf^rtf A- 

S/bV-b. tA i L M & t>" « « 5r Wl O T -fe f - /l- -fk * y ^ 'J -fe U b'Stltf 4. 

*s tt m ^ « ^ * a *a tt ^ §i £ m ft £ i ttt, JSttnromwsiaa^o^r 

,t''J v-ii-fe/l/n-xav'^y ( * 9 9 V U- h ) tl-)'<* 'Jv-tU. *° 
•J v - ^ ft {4 m i> m ® {± C . F . 3 6 0 '5 - a u - ^ - fc ^ T tJ i * *> ft 
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;l/ rJ -^S VISI * -f- )Vit T )V r? - )V (methylated sp i r i t ) £• S f £ . 

as £■ f# £ *6 . ± la ii * ft n m * *i » a a & as co * a t s * # t bj 6 -c ft & 

t JS 5 „ 

1 ) Jff^B (B#) «ro7 htJiD ; 

12a, nmm 3 t 4 <7)mm<r>&^mco - y x. i; v > <r> Mmis ^>i- ( n g / m 

l ) St B# n ( B# ) <0 T n -y h T ft 0 ; 

H 3 tS . »1M5 tS*lp D D (0«l«a4ftc0-7iy t"y««k^^ ( n 
g / m 1 ) ft B$ Pal ( B# ) (D7D7hT*!l ; 

El 4 IS , H ft « 6 t H St M 7 to £ ffil ^ M CO » -5- ft cO If T >J h' <D It SI V ^ )V ( 
n g / m 1 ) n B* m ( Wf ) CO T n -v h T ft 0 : ft ft ( a ) li^ftM6«i ffl M ffl 
fc ft m L . tt its ( b ) (±S6*W70>«ai«Mte*fJ6-*-* ; a V 

i5ti, m m m s ~ 1 1 tiii n a n «n«s4s«yf / y K»iik^;i 

( n g / m 1 ) ft m m ( B# ) co y° n •/ h f ft £ . 
*«W*TIE**«t =fc "5 T $ CRIIiti o 

§u co » m 

£ : 

- 7 i y f U y 
Methocel K15M 
Avicel PH101 



§£% 
12.82 
6 4. 10 
2 2.22 
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Xf7'Jyl7/^y^A 0.86 
I^tl^l/^FH i 1 1 i an RTSRJI7l/^tf»t5 5 N <7) ±p % ® JK 

t « » ft L . ^««Oin v i t r o m ffi £ 1 ■ 25%SLS;WiI(p 
H 6 . 8 11, 900mlS^V37°C±0. 5 <3D ffi ) rfi *C . lOOr. p . 

m . <?) U S P Apparatus I I ( F )V ) C^^TSttL^o 

t ia *s s ** » & *l fc ■• 



mm ( b# ) &&% 





1 . 


0 




2 . 


5 




2 . 


0 




8 . 


7 




4 . 


0 


2 


1 . 


7 




6 . 


0 


3 


0 . 


3 




8 . 


0 


4 


3 . 


3 


1 


0 . 


0 


5 


2 . 


5 


2 


4 . 


0 


1 0 


1 . 


0 



iM_2 

IIMMII 

Lutro 1 F127 (500g) & 8 0 'C tilt I, I }; C J: -) T II L 
„ J§ M Lutro lfc 7 ^ ^' t y (500g) £ |& * t Jtl i. T „ SlLu t 
ro 1 tp iZ ft « § fc . ffl-g-*2I^IB«»tT*»6, I*»ft**iaiCfil^» 

i#^kcte e ?w » jk a * $■ m jg f ij ^ t ■ > h -r * ; t t «t t . eg m 



Methocel K 1 5 
Avicel PH101 

7 y 



H% 

2 3.43 
M 5 6.30 

19.52 
0.75 
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£ <0 if #J 7" L- > H £ K 


i 1 


1 i an RT SiSlTl/X^t 5 2 N(7)f ^fil 




n v i t r 0 S|f 




5»> ^ M- — tr -7^- ^n? /at f 

3 ^ rr r C bt Inn L a; 0 


t ib m s & m^titi : 








-for- 




1 n 
1 . U 




rr 

D . 


-> 


z . U 




8 . 


2 


4 . U 




2 0 . 




6 . 0 




3 1 . 


6 


8 . U 




4 2 . 


3 


10.0 




5 3 . 


6 


2 4.0 




110. 


8 


mmm i t 2 tis v^t 


MS 








s 1 




a 9 * - ^ - 




HffifO l 


IS KM 2 


AUCi (0-24) 




85. 54 + 54. 1 2 


1 53. 1 0 + 75. 85 


C m a x ** 




8. 58 ± 4. 32 


16. 10±9. 21 


T m a x *** 




12. 89 ±9. 05 


12. 78 ±9. 25 



* ts.mmmu ft mm mnT co mm 
** n t> tit: m±skmm^m& 

** * C m a x 1 1 t Tl 

« m m co & ) tmmm2 t co tt m hh t ^ -e & 5 . 



Lutrol F127 (1 500g)£80T:fc2ral*-r3>.ri:t;:«fcoT$gIl 
L . IlLutro 1 IC-^iyty ( 5 0 0 g ) £■ f& * fc JD x_ T , » M L u 
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t r o 1 4> ft ft § . &-££2l«rlS8gftTi&>4>« HflE#ft&££ififc:l3^T 
# 31 S * » K , » 5£ L fc . 

is gi fi m 

I#*ltiRfcTE«ffl«l«)8**i6ei*?^l/^Kt4;kfcJ:-)T. ttfl 

fife a- ii% 

mftftnm 35.29 

Methocel K15M 30.00 

Methocel K100LV 0.1 

Avicel PH101 33.35 

7'J yi7/^y-)A 0.86 

Aerosil 200 0.4 



£ ?>MM7 ]y > V 2r F e t t e E I ilTI/XCfe^t 7 3 N CD ¥ % «f g £ 

« m it l * . n v i t rojgjKssgifcwifc&^'rjBJSLfcja 

4 * T T- IF L >fc . TIB*SJIi**f*6*iJfc: 





1 . 


0 




9 . 


8 




2 . 


0 


1 


9 . 


3 




4 . 


0 


4 


1 . 


7 




6 . 


0 


5 


5 . 


8 




8 . 


0 


6 


7 . 


5 


1 


0 . 


0 


7 


7 . 


3 


1 


2 . 


0 


8 


8 . 


6 


2 


4 . 


0 


1 0 


3 . 


9 



IAIN 



(52) 1 1-508587 

H M * « it L ft: : 

fcfr il% 

Htt#«» 35.29 
M e t h o c e 1 K 1 5 M 0.10 
Methocel K100LV 40.00 
Avicel PH101 23.35 
T 'J ^iV/^y^A 0.86 
Aerosil 200 0.40 
Z CO M ffl 7" 1/ y F 5: F e t t e E I IfflTl/XCS^ t 7 3 N^f ^ISC 
« ffHfc L fc • ^Ml^i n v i t r o#*tSaiWl tt5^TS£lfcJ:5 
=5: * ft T T* #F « L ft: . T IB SS * # ft ix ft: : 

( g# ) sm% 

1.0 2 2.2 

2.0 3 8.5 

4.0 6 7.9 

6.0 9 2.1 

8.0 103.1 

10.0 105.6 

12.0 105.5 

2 4.0 1 0 6.2 

ll»H3 t 4fcfi^T«lLfcia^IftllBf^^^)tt«*a2 i:B2 k t 



g j< — g — 



2^ 



mmm 4 



a u c s s 

C m a x 
T m a x 



305. 22± 132. 25 
23. 38 + 8. 75 
3. 70+2, 63 



32 1. 34 ±109. 66 
43. 04 + 15. 40 
2. 75±Q. 98 
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g^U^OilliiSMethoce 1 ( H SS#I 4 t it ^ T ) ^ffl^£HSfl3H 
, ^II^)II7Q7^^*L, L tf» -a t , i; Df ffli i n v i votfn. 
|7n7 l*tStOt. M^l.f iOMe t h o c e 1 £ ± -d T f# 6 *t & £ k 

T" § * ;k SE -ft £ H E t" £ . 



Lutrol F127 (4 5 0 0 g) 8 0 'CCIlt S : it i o t 
Lit. IlLu t r o 1 [:-7iyty ( 1 5 0 0 g ) * % * £ j]U t X , } M B. L 
u t r o 1 * fc # tt 3 . S-^*2I^IB«(tT*'fe. Httfl-KSSfcMfcfcin 
T & SI 3 it f£ t , » # L . 

jg a g s a 

H*#«3RfcTE«»IJBJSJS4J*Si&5eW-&'C'7"U>'P-r4ii:fc:J:-3T.« M 
» JW * S it t : 

gj£ ii% 



H##t!t3R 35.29 

Methocel K15M 15.00 

Methocel K100LV 0.1 

Avicel PH101 47.95 

XfT'JylV/li/^i* 0.86 

Aerosil 200 0.8 
Z cr> ffl y" ]y > H Sr F e t t e E I IfflTl/^tUHt 9 0N©f|(fSl; 
£ fflf -ft t tz . i CO M so i n v i t ro»BSH*MltiJ^Tft£L,ftJ:5 
&sfefrTT'ML*:. T IB $S S ** # 6 #1 fc : 



B»fgj ( B» ) 

1 . 0 

2 . 0 
4 . 0 
6 . 0 



15.7 
4 0.0 
6 3.9 
8 1.7 
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8.0 103.8 
10.0 109.9 

M (HTTii. SJp f; Dfii ) t^IHIf-^«ltlJi3 t!3 test, 
/mn^jr H%fflJ 5 

AUC(0-36) 374. 93 ± 1 07. 68 376. 24 ± 1 35. 45 
Cmax 39.25 + 1 3.54 40.87 + 1 5.09 
Tm a x 3. 60± 1. 43 3. 45 + 1. 1 7 
F % **** 1. 04 ± 0. 2 2 : 

****f % = mMM<Dmmt,zn-f & jt 

BASF (Ireland) LimitediJp&A^LfcLutrol Fl 

27 (463g) *80\;K:jDiR > t4ii:(CJ:o'CjlFllLfc. IlLu t r o 1 
(CJanssen Pharmaceutica N. V. j!) 1 £> A +" I- T 

'J F ( 2 3 7 g ) b , R . B. Chemical s fr^Af L)tI5S ( 1 5 0 

g) t „ Forum Chemical s jii^ A¥ L it 5 ? 1 X ( 1 5 0 g ) 

i; £ f& « Ja ;i T . IIL u t r o 1 tfifc:*i[?tfc, Jtf£«7?l--X£JlIi. 

$ it tz m iz , m » l . 

» *I £ « 31 L fc : 

fig^ 

Methocel K15M 
Avicel PH101 



it% 
2 4.2 
2 0.00 
5 5.3 
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^fryyiv^^yn 0.5 

iO^SUypV-KSTK i 1 1 i an R T S if M T V X cf T 1 2 9 N CO ¥ % 51 

:«J:3(cLTl3ILit«*Itf)i n vitro >MM% 0 . 0 1 M HC II 
ill ( 9 0 0 mli&tf37 , C±0. 5t(Oj8S) iffll>t> 5 0 r . p . m 
. «S*USP Apparatus I I (AF/H V> T IP « L „ it 5E -f 

y 7 'J y / Bt ^ C 6 . OmlcDT'Jri-t^jXDtiJL.. 0. 45^m7^/k^- 
taLtfaLfc. 0. 01M HC 1 tJ:44/l OftRtfii^Vi, 270 
nmtj3itS«R*^SrO. 0 1 M H C 1 IcSLTlgLft. T IS IS H *» f# ft 



( m ) 





0 . 


5 


1 


3 . 


8 




1 . 


0 


1 


6 . 


7 




2 . 


0 


2 


2 . 


2 




4 . 


0 


3 


3 . 


0 




6 . 


0 


4 


1 . 


5 




8 . 


0 


4 


9 . 


9 


1 


0 . 


0 


5 


7 . 


0 


1 


2 . 


0 


6 


1 . 


3 


1 


6 . 


0 


6 


7 . 


3 


2 


4 . 


0 


8 


1 . 


2 



_h IS fc X -o X H it § *i fc ft ffl H ffl fc i oTi^iifcytriJ F co it li K ;k £ 
1 0 A <n tt * & I! tt tt # (= is ^ T IP iiffi L fc . »ftttH4fc*t, H 4 {c *j v> T 

n ife^j 7 



Lutro 1 F127 (463g) ^ 8 0 "C C Jul f S I }; t J: -5 t SI L 
fz <, 1 1 L u t r o 1 C y +1" 7 'J K ( 2 3 7 g ) t, 151 ( 1 50g) fc , y 
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9 V - * (1 5 0 g ) * f& * fc: 1}U & X » IlLutro 1 + (C # « 3 . * 

g aa g » i 

gJt il% 

Eft^M 2 4.2 

Methocel K100LV 40.00 
Avicel PH101 35.3 
7'J yi7/^y-)A 0.5 

£ CO IS 3ffl 7' U > V £ K i 1 1 i an R T S 11171/ X if t" 1 39Nfflf^I 

m (c e m teLit. 

LfcjfefrTTMLfc. T IE *£ * # f# 6 ti : 
BSIB ( B5 ) 





0 . 


5 






8 . 


4 




1 . 


0 




1 


2 . 


0 




2 . 


0 




2 


1 . 


3 




4 . 


0 




4 


3 . 


4 




6 . 


0 




5 


4 . 


1 




8 . 


0 




7 


0 . 


5 


1 


0 . 


0 




8 


7 . 


6 


1 


2 . 


0 




9 


8 . 


7 


1 


6 . 


0 


1 


0 


8 . 


3 


2 


4 . 


0 


1 


1 


2 . 


5 



i o aco mm^m&mmm^ a mat mmizwmLtz , is mti a 4 t ^ -r . 
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i!M6i:7«tIlI[:i'J< i n v i t roKITIi. 1 0A»i«f 
«#^'"40mg||lif 1 Blia^S^fc. 

14*^. 0 6 t 7 co §g m m m # * m m iz & tz t m u t st m. u k >v t n y < >v 

t *^~t %> Z h hfrX'fo *> o , & m & It co BM^: m. & (ftt»4S 
IB fc *> fc 4 ) fcS^l 2~16B*IBIfc:*)fe4K* ! 3r»JRjIiei:**-r4»JRa 

^*«7W»ifttifc^fcSI*«6«o«iHiOJJi*iU</ko±=Srl&3l(±, SSM7 
co m A # i 0 8 * 4 e - ? jft JK ( c m a x ) * * L . H M m 6 M A # =t 9 £ b# 

mmm 6 t 7 & i n v i vof-?tP3t^iiii^^-^-»iss 

n 4 t ^ . 

MA. 

6 (4 0 ma) HiW 7 (4 0mg) 



n g ;* - - 



AUC(0 -M*) 
( n g x h / m 1 ) 

C m a x 
( n g /m 1 ) 

T m a x 
(«*) 

K e 1 ***** 

( i /at) 

T 1 / 2 ****** 

(Nr) 



1148. 10 ± 595. 10 



44. 14 ±16. 01 



7. 30 + 4. 72 



0. 082 ±0. 027 



9. 24± 2. 78 



1 1 25. 85 ± 276. 37 



55. 71 ±9. 72 



5. 70±3. 83 



0. 079 ±0. 023 



9. 78±4. 13 



# # £ # # # 



mm* co mm * mm 
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m m m s 

Lutro 1 F68 (2087. 4 g ) ^ 8 0 °C t j»I f S i h C =t t 1 
MLtz. IlL u t r o 1 tyfr ij K (5 2 2. 4 g ) t . 151(391. 

4 g ) t & & * \>z m a x . silu t r o i + £ # ft $ £ . fi ^ z i m m m ft 

ffi M g g 1 

» ffj * « at t : 

11% 

E * * ft 3 32.8 

Methocel K100LV 40.0 

Methocel K15M 0.1 

Avicel PH101 26.1 

Aerosil 200 0.5 

x f r u y m v 7 % ^ a 0.5 

I«il7'l/y K i 1 1 i an RTSiM/l/^tf t 1 2 5 N^f %S 

* t * an -fe l at . <r ti t> <n m. m <n i n v i t r o m m z m m m 6 tz & ^ x m 

LftjfcffTTjfiLit. T IS «S * # » fc : 





0 . 


5 




6 . 


3 




1 . 


0 




8 . 


5 




2 . 


0 


1 


4 . 


4 




4 . 


0 


2 


8 . 


6 




6 . 


0 


3 


7 . 


9 




8 . 


0 


5 


1 . 


1 


1 


0 . 


0 


6 


0 . 


7 


2 


4 . 


0 


1 0 


4 . 


6 
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m m m 9 

m^sm ( i 56. 4g) *x^y-/p (833g) * tz m m l ?z . w\ <v m & t 

is V"> T , yf/'JF (500g) ^T-bhV (5000g) (f tliL. SCL 
utro 1 F68 (2001. 7g) £ Uf L £ . 2oOi$J 5 0°CCfc^ 

ti^l, ii^fitfeuts^TT'iiJ^t. f# & n ?t is n h * # tsc * * 
% a o s g 

II * ft ft X fc T K tt flU )£ # S- ffi S m & T 7 V V V -t & - k t i -5 T . ftg M 
S SO * K it L ft: : 

fcft MMl% 



m * ft if: a 

Methocel K100LV 
Methocel K15M 
Avicel PH101 
Aerosil 200 



3 0.35 



5 

1 0 



0 
0 



5 3.65 



0 
0 



5 
5 



£ <Omffl7 V y V £ K i 1 1 i an R T S £g 3fJ T X tf T" 1 0 8 N c7) ^ % ® 

flE C « Sfl -fll L . £ *L 6 <7) £ #J CO i n v i t r o*J»:£!gjt;0!6fc:t5V*T#J£ 

LfcSfefrTTiFttLfc. T IB IS A * s # t ft : 

isia ( % ) 





0 . 


5 




6 . 


6 




1 . 


0 


1 


0 . 


2 




2 . 


0 


1 


6 . 


7 




4 . 


0 


2 


6 . 


1 




6 . 


0 


3 


2 . 


8 




8 . 


0 


4 


0 . 


0 


1 


0 . 


0 


4 


4 . 


3 


2 


4 . 


0 


8 


4 . 


1 
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mmMA o 

fflv^fcliI**ik*ii^it«9«olfflflc*tk*T»-5)t. 
if M^ll 

gJt il% 



Htt#tt3R 

Methocel K100LV 
Methocel K15M 
Avicel PH101 
Aerosil 200 



3 0.35 

4 0.0 
0 . 1 

2 8.55 



0 
0 



5 
5 



i <7) if M y" V y H & K i 1 1 i an R T S if £IJ T V X cf T 1 1 5 N <7) ¥ i£j M 

m iz m. m it l tz , ;ti^si»i n v i t r o m m z m m m 6 & n x m jg 
( e ) 





0 . 


5 




5 . 


0 




1 . 


0 




9 . 


5 




2 . 
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6 . 


0 




4 . 
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8 . 
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6 . 
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1 




8 . 
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9 . 
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5 . 
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4 . 
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1 0 


3 . 


9 
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m m co m m 

m » » X K t te «e j£ fig # S- fg 5e n t 7 ■ V y H -r £ ■= t C J; -o T , 'h M 

11% 

H##tt5R 29.75 
Avicel PH101 58.93 
Aerosil 200 2.0 
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